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DETAILED ACTION 
Response to Amendment 

This is a response to the amendment filed on 10/03/2008. Claims 1-6, 8 have been 
canceled. Claims 7, 9, 10-12, 14-16 have been amended. Claims 7, 9-16 are pending before the 
examiner. 

Please note any ground of rejection that has not been repeated is removed. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim Rejections - 35 USC § 102 

Claims 7, 9, 12-14 are rejected under 35 U.S.C. 102(b) as being anticipated by Coffin 
(US 2003/0091537 Al) for reasons of record advanced in the previous Office Action mailed 
07/03/08. Applicant argues that Coffin fails to disclose all the limitations of the pending claims, 
Because Coffin fails to disclose the specific type of cytokine that may be expressed by the 
recombinant virus. While Applicant admits on the record that Coffin discusses with great detail 
administration of recombinant virus and suitable doses and carriers. Applicant asserts Coffin 
fails co-administration of recombinant HSV with IL-18. 

Applicant's argument as part of amendment filed 10/03/2008 has been considered fiiUy, 
but they are not persuasive. 

Coffin disclosed a replication defective herpesvirus wherein gamma 34.5 gene, ICP6 
gene, and ICP47 are deleted (see claims 1, and 5). Also, he taught the expression of expression 
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of a cj^okine, which reads on IL-18 (see claim 2). Coffin's disclosure is a pioneering invention. 
At the time Coffin filed IL-18 was well known and Coffin does not have to list each and every 
cytokine. Still further, he also taught systematic administration of the virus into the tumor (see 
Paragraph [0053]). The current Apphcant has not discovered the IL-1 8 and certainly has not 
discovered the recombinant HSV and its application. Coffin's teaching indeed reads on co- 
administration of a recombinant HSV with IL-18 and anticipates the broad limitations of the now 
claimed invention. The rejection as it applies to claims 7, 9, 12-14 is respectfiilly maintained. 

Claim Rejections - 35 USC §103 

Claims 7, 9-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over Johnson et 
al (WO 02/076216 Al) and Yamanaka et al (Cancer Intmiunol. Intmiunother. 1999, 48(6):297- 
302) for reasons of record advanced in the previous Office Action mailed 07/03/08. Apphcant 
argues Yamanaka observed that IL-18 alone does not have an anti-tumor effect. Applicant 
asserts that Yamanaka does not teach HSV. Moreover, Applicant argues the high unpredictability 
of the art does not render the invention obvious. 

Applicant's argument as part of amendment filed 10/03/2008 has been considered fully, 
but they are not persuasive. 

At the onset it appears Applicant has changed the required standard under Section 103. 
Applicant requires a far higher standard than legally permitted. Applicant tends to dismiss the 
detail teaching of the above cited art and instead focuses on the unpredictability of the art, which 
is more appropriate under Section 1 12. The question of obviousness is resolved on the basis of 
underlying factual determinations including (1) the scope and content of the prior art, (2) any 
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differences between the claimed subject matter and the prior art, (3) the level of skill in the art. 
See, Graham v. John Deere Co.. 383 U.S. 1, 17-18 (1966). 

Here, Johnson et al disclosed a herpes virus expression vector wherein ICP47 and gamma 
34.5 regions are inactivated (see claims 4, 28). In addition, they taught inactivation of ICP6 
region as well (See claim 5). They also taught the method of utilizing the vector in inducing 
immune response (see claims 6-8). In addition, they taught expression of all types of cytokines 
(see page 10, lines 30). Hence, they taught the virus in detail and the employment of cytokines 
to treat tumors. All Applicant has done is administer two different types of cytokines to induce 
immune response. As it was stated previously Johnson was deficient in teaching combination of 
IL-18 and IL-12 and for that reason that deficiency was satisfied by teaching of Yamanaka et al. 
Yamanaka et al taught the efficacy of combination of IL-18 and IL-12. Applicant asserts that 
because Yamanaka et al did not teach HSV vector then the invention is not obvious. Applicant's 
understanding of the previously mailed Office Action is rather misplaced. Yamanaka et al 
augments the deficiencies of the Johnson's teaching and not the other way around. It was clearly 
stated that Johnson et al disclosed a herpes virus expression vector wherein ICP47 and gamma 
34.5 regions are inactivated (see claims 4, 28). And they taught inactivation of ICP6 region as 
well (See claim 5). Also, they taught expression of all types of cytokines (see page 10, lines 
30). 

So Applicant has taken a well known virus as taught by Johnson and added another 
cytokine such as IL-12 to induce better efficacy. But Yamanaka et al had already disclosed that 
combination of IL-18 and IL-12 would have a synergetic effect. 
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Thus, the prior art provided the appropriate vector, and the cytokine, i.e. IL-18, that lends 
to enhanced activity. The art also suggested that combination of IL-12 and IL-18 is beneficial in 
treating tumors. And one would have been motivated by the above cited art to induce a 
synergistic effect against cancer cells. 

Applicant here has taken a well known vector, and added a well known cj^okine, i.e. IL- 
18, just as Johnson et al had suggested. Then Applicant has added another well known cytokine, 
i.e. IL-12. But Yamanaka et al had already disclosed the beneficial efficacy of combining IL-12 
and IL- 1 8 . Therefore, the prior art provided the vector and the cytokine, and the prior art also 
suggested that combination of IL-18 and IL-12 would be beneficial. The level of skill in this art 
is rather high. So all Applicant has done is to combine known teachings. Applicants are 
reminded that the combination of familiar elements according to known methods is likely to be 
obvious when it does no more than yield predictable results. See KSR Int'l Co. v. Teleflex Inc. . 
550 U.S. (2007). The rejection is maintained. 

No claims are allowed. 

Conclusion 

THIS ACTION IS MADE FINAL. Apphcant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
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will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to A. R. Salimi whose telephone number is (571) 272-0909. The 
examiner can normally be reached on Monday-Friday from 9:00 Am to 6:00 Pm. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Bruce Campell, can be reached on (571) 272-0974. The Official fax number is (571) 
273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http :// pair-direct.uspto . gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

I A R Salimi/ 

Primary Examiner, Art Unit 1648 
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